Supplementary Figures:
. The effect of transport inhibitor dantrolene on ACF uptake. Synchronized trophozoite stage parasites were incubated in the absence or presence of dantrolene (25 micromolar) for ten minutes and four hours respectively. Subsequently, the parasites were incubated in the presence of ACF for five minutes and processed for fluorescence microscopy. Mean fluorescence intensity from ten images each from dantrolene untreated and dantrolene treated (ten minutes and four hours respectively) were calculated and plotted graphically. Dantrolene affected the uptake of ACF compared to the untreated parasites although the duration of dantrolene treatment had no visible effect on ACF uptake.
Fig. S2
. Synchronized ring stage parasites (12-14 hr) were incubated in drug free media or media supplemented with ACF (100nM) or hydroxy urea (HU) (70µg/ml). Parasite growth was evaluated after 16 hr and 32 hr post drug treatment by giemsa stained thin blood smear and compared with untreated culture. Untreated parasites grew normally whereas both ACF treated and HU treated parasites showed growth arrest in the trophozoite stage. Tables:   Table S1 . Peter's test on Swiss albino mice using P. berghei parasites as described in the materials and methods. Effects of drugs on body weight of mouse during the experiment period. 
Supplementary

Supplementary Materials and Methods :
Immunofluorescence assay (IFA) for DNA replication foci studies
For IFA using the antibodies against PfPCNA, ACF (100 nM) or hydroxyurea (70 µg/ml) treated or untreated trophozoite stage parasites were smeared and fixed with chilled methanol. Samples were permeabilized in 0.005% saponin and blocked in 3% BSA for one hour at room temperature. Fixed samples were incubated overnight with primary antibody (1:3000) at 4 0 C.
After thorough washing with PBS, the cells were incubated with 1:1000 anti-mouse Alexa 594
(Invitrogen) and DAPI (1µg/ml) for 1 hour. After three more washes with PBS, cells were treated with anti-fade and sealed under a coverslip for observation as described above for live fluorescence microscopy.
Electrophoretic mobility shift assay (EMSA)
A PCR amplified 240-bp DNA fragment containing strong gyrase site (SGS) from plasmid pBR322 as described previously 1 was radiolabeled using γ-32 PATPwith the help of polynucleotide kinase enzyme. The purified labeled oligos were incubated with or without PfGyrB in the absence or presence of different concentrations of ACF in binding buffer [10mM
Tris-Cl (pH 7.5), 100mM KCl, 5mM MgCl 2 , 10 mM DTT, 50µg/ml BSA and 6% glycerol].
Samples were then resolved in a 6% native poly acrylamide gel (6% acryl-amide-bisacrylamide, 1X TGE buffer and 5% glycerol) using 1X TGE buffer (25mM Tris base, 190mM glycine, 1mM EDTA) supplemented with 10mM MgCl 2 for 10 hour at 150V (4 0 C). The gels were further dried and autographed.
ATPase assay
The ATPase assay of PfGyrB alone or with DNA in the presence or absence of drugs was measured by coupled pyruvate kinase/lactate dehydrogenase (PK/LDH) assay system as per protocol described elsewhere. 1 The hydrolysis of ATP by PfGyrB was linked to the oxidation of NADH and the reactions were monitored spectrophotometrically at 340nm (Beckman Coulter DU). 70µl reactions were carried out at 22 0 C in a reaction buffer containing 35mM Tris-Cl (pH Where 6.22 mM -1 Cm -1 is the molar extinction co-efficient of NADH at 340 nm. The ATPase data was fitted by using non linear regression analysis in GraphPad Prism 5 software.
DNA cleavage and supercoiling assay
DNA cleavage assay was carried out as per the protocol described elsewhere. 1 In brief, the reaction was carried out in DNA cleavage buffer [35 mM Tris-HCl (pH 7.5), 24 mMKCl, 4 mM MgCl 2 , 5 mM DTT, 50 µg/ml BSA and 6.5% glycerol] using plasmid pBR322 DNA as a substrate in the presence of 3µg/ml ciprofloxacin. The samples were incubated for 1 hour for the E. coli GyrAB combination and for 2 hour for the EcGyrA and PfGyrB combinations at 25 0 C in the absence or presence of different concentrations of ACF. The reaction was terminated by the addition of 3 µl of 2% sodium dodecyl sulfate (SDS) and 1 µl of 5 mg/ml proteinase K (Sigma).
Samples were further incubated at 37°C for 45 minutes and electrophoresed in a 1% agarose gel.
The gel was finally stained with ethidium bromide. Supercoiling reaction was performed following protocol described elsewhere 1 in cleavage buffer supplemented with 2mM of spermidine and 2mM of ATP.
Time resolve fluorescence spectroscopy (TRFS)
Fluorescence lifetime of ACF was measured in a time correlated single photon counting 
